(19)B*HftfW (JP) 02) & ^| i|# jft & (A) 



(ll)fctftiiR&WS*» 

1WH0- 17470 

(43)&SiB ¥$10^(1998) 1 E20B 



(51)Int.Cl.* 
A6 1K 31/44 



31/445 
31/47 



ACL 
ADZ 
AGA 



F I 

A 6 1 K 31/44 



ACL 
ADZ 
AGA 

31/445 
31/47 

*»* mimosa ol (± b m) maosm< 



(21)tti«## 


ftS¥8- 173863 


(7DWHA 


000006725 










(22)ffilBB 


¥£8^(1996) 7 £ 3 B 




ARJS AEm?P*K¥Ipfflr 2 TB 6 # 9 5 






(72)$g?U# 










Hffl»3B±iP*S»T***a955#tt W 






















(72)56 #£ 


8lU SA 






















(74)ft9A 
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[Hfc¥S) Hfc* ( I ) 




CsW, R 1 UH. Anfy, r^Uff; R 2 , Ft 3 
liH, An y yjj,i.T)V*>v ; -p=q- u-ch=ch- , -n=c 

H-Xte-CH=N-; AtiO. SXUN ( R« ) (R 4 UH\ 
Til^fVm : nliO. 1XU2 ; BUS (O) f (p 
UO, 1XU2) ; DU*Ste, T/Mfl^ (L-0) , 
(LlilfUy, t'^y; qttlM000<^BR;ffl 
U \~tf>\L-VV<m. qUl ) «; EUH, 7;Mr 
/k 7/ua*v7/Mf/M£: IIU D#(L-0) , 



EUH, TVWrJlO T*$ft$tU5'>fc£*jXtt*<D 



(2) 



^fWl 0-1 74 7 0 




\— S — CHj 
/ (0)„ 




CO 



C5J£«K R 1 tt**. ad^^ 7;Mf/k T^ndf 

IV, ad7;W. -bo. TS A ^y^Ttti^'T^ 
*/U7 5 / , T)V3*is*Hlit-)VT)V*)VT 5 y £fc 
\,tt>VX*isT>V*)V7$;*. R 2 . r 3 \m-ttz. 

-P = Q-ii-CH = CH-. -N=CH-£fc« 
-CH=N-fc, AttieRlK^ fltMCTifcttN (R 
4 ) ( R 4 7lV*)V, 7>VO*>>t))V#-)\,. 

t Fo4fx7>Wf/k T^a^T/l^k Ti^k** 

S'TVi^k r^3^^^;P^-^r;^;u, #/ki«f 
y ^i^r/i^M?/^^ >k *y *fctts^r/Wf 

nfiO, lifct42*. B{±S (0) p (pliO, 1* 

fctt2fc*t) DJiJMS^. TMi^y, Bin 

>\ tizte (L-O) , (Llixfi/y, t'^i/y^, 
qtii~i oooog$[£*-f. fctfu L*sf-i^y 
«b#, q(il^-T) fcjj*t. Ett**, TVWWk 7 
)V3*i/7)V*}V. ft (a) 
[ft2] 

^R 6 

-N^ Ca) 

R 6 , R 7 .tiH-4fc{d»flroT» ^ii^'i!* 
7/l^/k S^oTVWf/k 7i^k ffiHSSr^L 
T^T(LJ;v^x-;k ffit«£^LTUTiJ;^7x 
~/U7;Mf ;l>-i tiffi&S £ * LT v vc t J; t vv? a r 
y-;P7/Mf^£*-f#\ £fcJiR 6 , R 7 \H&&LX 

m®?z>m.mf%=?tt tizm^ix^xtx^mmm 
x^) izx *)mti&mit:i*& ( b ) 

.(CH«), 

Y' ^ N-R* Cb) 

MCH 2 ). / 

R 8 tt**, 7/Mf/k 7^/k ajMWfi'T 



Yt±y^>\ iSfiK^ifcUSStE^fc. 1 . 
. mfiH-4 Mtm% -5 T 0 ttzlt 1 ~3 iOSSJSr^-t ) 
KJ:0«§*i4*S:*-f. fcfc'U D**(L-0), <0 

[000 1] 

Mavmmtsxvmm^maxxmm ■ 

[0002] 

imn&m ■ mwiiwix ? t-tm®] nmm 

WO 9 3/ 2 4 4 8 O^&fg&itOTI&ISWO 9 5/ 
1 18 9 7 #4fc«£0#i3i»*fc«^'J ^^'y • to 

[000 3] \ij3A7^-- troUti. 1 98 33M" 
-Xh^'JTcO Warren fc Marshall lZXr>X. Sllltt 

o *mmm<m&zmni& t> wc*> •? , 1994^ 
x. wHo%miK<Mm<?> Group 1 m%%ffim 

H) W#WRIfli* t J£<i8flI$*ioo&4. 

■h mizmmmmnmtf* zttx^&tiK ^^mmm 

b U£t'AVZtz$ffiMZ 2%wm Lfc**W«r tripl 
e therapy (il^ffl^t t R**«Wl»tC«l 



(3) 



mffl¥ 10-17470 



HfmthZb . b'^vxttB^-cttfitaWBWk t-cis 

30 WBUfc dual therapy. 2M (myy'J^, 

8>JWvf*ij&>2S!l) Wmttz new triple therapy 
Ka^fl-O**. dual therapy T(±. !lftffl<9*K* 

triple therapy fcJUffir^ 

£ t . r** y y u yu^y y yr wi^f-*>A#t 
»t*s fcWtta^aflR^jwe*^**^ k . new tH P i 

e therapy UftVfflmSk&wcfbM)* Hftffloaa 

^■**i«»«tt*>. vwimofflm 

[0004] 

OCX" 



n'J3a'?^- • toutcaiBwre, art* 

tun. ^tai^^oan^fcEg»t4«ttt*i-4 
ttKHR* ( i ) <^k^«*jiajufc. Kft^iwi^y 

tt#5JK**3*ufc. 2#JfcJ:tf$r3#J{iffflg? 
ifefc*Mi*J:3fc, «K-*W ( I ) 
4!ifcffiftlS& m I < li7o h ytfyTlMFHi: £f# 
Jfl-f 4 i t i. 0 , ^f*W«IMl*liT»6*i* cfc99H 

[0005] *»&MHRrt ( I ) 

[0006] 

H-D-E 
R» CI) 



[00 07] CsS*. R 1 tt*». Ap^'y, TV Mr 
/y Trt^y, tb'n^fy, r^a *y#/M<-;y 
y;K ^oTVMf/K -ho s 7$ A 

7$7 4fcU#rt'#*y7;l'*/W7$y£. R 2 , R 3 

7)l*)V*. -P = Q-(i-CH = CH-, -N = CH 

UN ( R 4 ) ( R 4 ti*JR, T)V*)V, 7)Va*i/t])V 

#-;y tKn^fyr/w. 7;U3=*fy7/Mf>y r 
4 Jtttt / 4 fctt y'7/P* )Vi-*j])Vrt*. A jvtc^t ) 

nttO. I*fctt2fc, BUS (0)„ (pli 
0. I*fctt2*ii**) DttJNte. T^dfP 

y. ajussrW-rsT/Wfu-yafctt^^ysr^rtir 
tmt (L-O) , (Ltexf-yy, t'-p 
y*\ qlil-l OOO^B^^-T. fcfc'U L#t* 
-U-y?)B#, qUlSr^-f) Sr^t. Eii*f. 7>Mf 
yy 7)V?*i/7ll*)V. * (a) 



[0008] 
[^5] 

— N (a) 
^R 7 

[00 09] (5frK R 6 , R 7 JiR-4fcliS*-5 
•Ct>iv^-roT'J-;UT;^^*^-t*\ 4 fell 

R5 , R7 tttt^LTWJstifiam^fcfcfcfcit^L 

(b) 

[00 10] 

lite] 

■v^CCHa). . 

N-R 8 (b) 
[ooii] (5JW>. r 8 (±7j<S, ryWfyu. ry>K 



(4) 
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xx/P7;Mf;l/£, Yli7?-bA RSlK?*fc(ittit 
BHP£, 1 . mlSH-*fcli*!firo"C0ifettl-3O 
B&£*7) fc J: 0*S*ift**5srt. fcfc'U D# 
(L-O) , Oa#, E»i#*. 7/1^*5**-} fciO 

^nstruvWb^Bj (WT. ( i ) ttu 

[00 12] 

i:U:7^/k xf-;k TntVk >f vrot;k 7f- 
A', -f V7iHk »3«7-*yk 'O^/k 'VfrSz/k 

*£«9ft^l~2 0ffl*)7/l'*7k&, 7/H*^bli 
7h3fA xb^A TotfdfK -fy7o**A y 
>fy7h*K »3«7h*5^ ^77^** 
A ^^kt^fA *7^;M-*y\ tS'JV:**^, 

*£O|fc*Rl~20ffltf>7/l'3#5'*\ 7^3^-v^ 
/ktfx/pfcti^h^i^Utfxyk xhJfy^^ 

;k 7t-3-v7?;i/#x/k j y7h*y-#;k-tf-;k m 

s^k* * v-^ ;k*x;k * 7 *)V**i/ii)Vit- 
/k fy/W^W&K h'-fv^^^v^^^- 
;k :*77rV;l/:t*y77;k1<x;k >f ai/frtti'ti 

^n7;k*A-£{ihy 7/ktn7^k 2, 2, 
2-h'J7;ktnxf-;k 2,3, 3-MJ7;M-o7 
ot/k 1, 1, 2, 2-f b77;^oif;k 2, 
2, 3, 3-rb77;^n7°nt°;^fc'c7)^*iScl- 

4 i^ADTyK;^ . tyi fcii$>7;Wf »7 5 7 t 
fi7^7I/75 7. y^f;l/7Sy. xf-;|/7*$A y-'x 
^-;U7 57, 7Dbl/7S7, ^'7°n t°/U7 57, 7'f- 
/k75 7, ^7^;U75 7^rfO ; E7i^(i>''C 1 _4 r 
/Mf /b7 5 7 £ , 7;k3* v^^-^7;^;P7 5 7 

147 b S^JMfcyM &)VT 5 7 , X b * 
x;M f-7k7 5 7 , 7°ntf^ IsfDVit-lV* j-)V7 5 
y s >f yrotf^a/PiK— ;M*^75A 7h=*>- 
#^#x;M f-/k7 5 7 , 4 V 7' h * isfi)l>ifi-)VX f- 
;U757. 3l3®7h*y7MP*x;kXf7k75 7, 2 
-7k*y-#/l/*x/Uxf-/kT5 7, 2-xhdfy-#;k 
#xnxf-;k75 7&i:tf)Ci-4 7^3* y-#^;tfx;u 
C , . 4 7)V*H7 5 7 Sr , #;k;J«f S'TVWM^ 5 7 i: 
{i^U-^^^75 7, 2-#;ktf*yXW75 
7, 3-^ktf*y-7nt.VU7S7, 4-77/M<*y'7 
f-^7 5 7 & £0>£ Atf* v- C i . 4 7)V*)V7 5 7 £ ^ 

[0013] R 2 , R 3 fcfcwc, Anyy. 7>k*7k 



fcLTliWEfc^^ioa^Sfli. R 2 fcl/Cli 
>*>kWIF*L<, R 3 bLXli*mtt:ttX+Mfi# 

[00 14] R 4 fcfett47A"*/k 7;k3*i^/M< 

7A/*/Pfc(4t Fo*^7f7k l-tFo^xf- 
/k 2-tHo^yXf;k 3 - 1 k'n* vTatVk 
2, 3-ytHadfy7ne;k 4-hh'D^i^7f-^ 
*if<0K3!atl~4ffl<0tFn^^7/l^^^Srt. 7 
;l/3dfv-r;Udf;Pt(i^ h*v-7f-/k xb=*->7f- 
;K 7D^^f;k VrojK^^f-yk 7b* 
i/*f-;k 4 V7hdf^7.f-;k m3m7h=Sr^7f- 
;k 2-yh^fyXf;k 2-Xhdf-£/X^;k 3-7 
b*^Tob°;k 4-yh=fy7f;l/5:t^St. 7^ 
fVttisTJV^JVtteT^tV***/*^. Tot* 
x/kj-df>^?-;k 2 -7-tf-;^^r^Xf-;k 3-7 
HrfvM-^rotVK 4-7-fef-;U3!-^i'7f-;k < 
yV^^^fv7^k 2— ^yy-OM-^-vxfvk 
7x-yuS(c>'No7>. 7;W^;k 7/1- 3 vsor 
;l/^-;k xhn, 75 7*^SJfix& l~3ffii 

4 yxfy^ fc* £^7. 7;l^3 v^;P^x;k7 

x^TotVK To^^^^x;pxf-;U, V7o 
jK* i'Xr A'sKxiPxf-yk 7 h # >-^;l/^x^7 ^-;K 
>f 7 7 h ^ )VX-)VX.1-)l , ft 3 h * istlVX 
^;MfJK ^f/W^*^x;Mf;k 

/P^x;M f-;k * 9 ^XtlX-fr 
7f-;K f^W^fyA/^x^xfyk Hr^kJt^- 

^xf-;k, 3-*;kK=3f^7otr;K 4-*;W##5^7 
f-/i/5rif^>UaaS 1 ~4ffl^o*^^y7^;w** 
7. /j^^^^^^df^tJi:^;^^^^^^. 2 
-^;^s^-(;uxf-;U x 3-*;WN't'f/l/7nttk 4 
- A )V-fW£ b'ffmf t>ti&. tdt ; J 
7)V*)VtHVrt*.4 )Vt\±t!)V^4 JU&DWMBTtiZ 

Ttv^ivifim^k It: t OZfflfc I , n-7 f-;k#/W ^ 
-f;P. N, N-^f-;^;l/ys*ff;k N-X^*;l/ 
At-f/k N, N-y-'X^^^N'^e-f^P, N-7ot 
/k^kKt-Ok N, N-^DttWA't^K N 
--f yrutVl'tf/kK^^k N — 'jf^JVt} )W ^ A )V 

7/^Ui: (±7;U^^»t;fliiie^i: d /ttzteVT 

N-xf-;u^;py^-<;i/7f-^, N, N-y-'x 
f-;P^;k N't 4 ;M f-^ . N-7n W/tJW <t -f 
N, N-s^ot/kM^t-f/Mf-yk N->f 



(5) 
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-f ^ t )V) N't >f ftf&mXM&K. T)V 
^JltfW® Lfc i> L . N -y f-zH-tf^WN't 
-Ok N, n-Vt^VtttDW^ IV. N-x^ 
f-3b5r;l/A**.<OK N, N-y'xfvH-*;^;^ 

/l/f^ta/l^t-f /k N-> f yrntr/Uf-tftf/Ws'^ 

/k N-y^ju^^fw^^j^t'amf^tL^ . 

[0 0 15] Dfcfctt^/l^kyfcttyf-Uy, x^- 

yy. Mjyf-yy. fb7>fpy> ^yyy^-y 
'vSMtyf-yy, ^ryyf-yy. #yyyf-y 
y. y^y^-yy, f^^fi/^^Mi-io 
ffl*>7;i/*yy*»ftu as#««£iriytvvciJ: 

□^fym;KtKn^Wf^ 2-th'u^yx 
?-/k 3-t Fo^yrntV^if) . 7)V?*i'#lV 

(y h3-y#/ktfx;k xhdf-ytf/ktfx/k 7° 
o**y#;y#x;k yb^^/jt^-f^i:) . 
#*y/k j^yK^-Ok t y 4fcii y*7/Mr;k{r;W\* 

(yfvkfr/k^/k y'y^k^UK^-Ok 

mm # mii7)v* y y ottawaKfcwa i tz t <r> *s 
b*U 2-t h*o*yhyyf-yy s i-tKo*yy 
f-/k£f-yy, 2-#/kK*yxf-yy x 2-xb*y 
#/ktfx/kc^-yy, 4-xh4fi/^;P^-;kf h5y 
fi/y, 2-#;y\'t>r/ki:^yy, 2-N-yf-;y# 
yWN't 4 /Pxf-y y N 2 - N -xf-zk^k^ ;kcf- 
yy. 2-n, N-y'y^k^A^/kxf-yy&t* 
#W*$*U. ^VSr^r'Tl.T^pyfcJi. fci:*. 
i£-CH 2 CO-, -CH 2 CH 2 CO-. -CH 2 C 
H 2 CH 2 CO-, -CH 2 CH 2 CH 2 CH 2 CO- 
ST'S: 

[00 16] Etcfett^T;^Pi:{imilBh|5]ttOt^ 

xh^yyf-zk ro^yy-^k >fyrn^y> 
^-/k 7>*yy^-;k 4V7>*yy3-;k K53&7 - 
h^yyf-;k ^yfvM-^yyf-zk M^M^y 
yfvk ;ty^-;M-*yyf-;k Ty/k**yy-?-yk 
Hrv-yi/jt-^fv-yf-^, jj-yyT^^^yy^, •< 
3y/M-3-yyf-/k 2-y t>*yxf-/k 3-yh* 
y/nw, 3-rn^yTDhvu. 4-yh^-yy 
^-/k 4 -a yro^yy'f-^t' £Srr. 
[00 17] R 6 , R 7 Ci3Jt4T;^;ui:li1irEi:ia| 
ttofcojWMf&fu yynr;^;ut(iyynrae 
zk yyn7*f-/k yyn^yf-/k yyo'vafyyk 
y y n ^rf-zHr ifo^jR 3 ~ 7 fflw y y o 

7y;Pfcli7-fe^k rnh't^/K 4v 



§m& i ~ 5«<or;^ y >r ;ya fcu^yy-f >v&m 

f7k 2-7x-;l/Xf;K 3-7xX/i/7*ut;k 4 
-7x-;U7>/k 6-7x-;K^fy;K 8-7x- 
;ki" y f-/l^r £ <07 x -^ffi$y£fH& 1 ~ 8 ffl^T/Mf 

4afl>7A**/wc7y/k fx-/k tryy'/k try s 
y'x;i/^r fc' c/yvf o 7 'J -;P#H$ Lfc t tf> 2rS"» t » 
1ztU£2-f-)V. 3-f-x;P, 7^7'J;W. 3-7 
'J;Wf^, 2-. 3-*fcl44-tU^A'>^, 2 

T^Ttiv^x-zu. 7x-;W7;^;w, ^fo7U 
-^7;^;^»^*t LT(i, An^y. 7;^/P. 
T/l-n^y, An7H;k -hn, T$y^ 

[00 18] R6 , R 7 A^LT. ^-TSSSIS^ 
fc fc i S *i 4 I/O >T i J: v ^MHi t tt 1 - 
hruyyx/k e^yyv. i-e^y-;k 4-7 
)V*jv- i -e^7y-iK 4-7y;P- 1 -e^y* 

4-7x-;U- l-t^y-;W 4 -S$7x 
1 - f^7y-;k 4 -75;W- 1 
y'-;K 4-^77^^-1 -t°^7y'x;K 4- 

Ti\&iv- 1 -*tt^7y-;v, 4 -7y;w- 1 
tt^^yxyK t;^yy. f-^^'jy. 2-^ 
dfy-i-trnyy-;k 2, 4-y^y-i-fo 
'jy-;k 2-3t^y-i-f^yy'/u. avavyv 
y-2-A)V, l, 2, 3, 4-rh5t h'odfy yy 
- 1 — f^U. 1, 2, 3, 4-Tbyh VuA V*SV 

>-2-4)V%Kim*Zix. t^yy, ^j-*;y* 
y yicu^^iK^ y;u, h yu**/Tiv*jv ( t Ho^f 
yy^. 2-tKadfyx^. 3-hKn^-yru 
tVl^ri:) . T5y7;^K75yy^, 2-75 

{^^)i7s.y^i-)v. ^^^7^/^^-)^ 2-y 

yf-^TSyxf-;^^) , 7^3^y^^*x;u (y 
h=3fy^yl^^x;K xhdfy^;^x;p. 7°o^4fy^ 
y/o^^y^/^z/K 7>*y#/i^K 

vtb^^tj-ii. 2-^^yxh^yy^, 3 
-^;^'^yro^yy^-;^t') . tuvi£*i/7)V 
*>V7 s y 7^ tv ( ^;p-^yy f-^7 s y y 
2-^;p^yx^7$yy^, 3-^^^yr 
Dt/PTsyyf-^t') , 7;i^3^y^^*-;PT;i' 
3^y7y^k (^b^fy*;^-;M i-*yy^-/K 
xh^y^^.-K-^y h^yyf-^. 2-xb*y^ 

rf<x;nh^y>f/l/, 3-xh^.y^;l/,-Kx;i^7°a^ 
*yy W5rf) , 7^3^y^;^'-;U7;^;i/7$ 
y 7;u^;w ( y h ^ y ^;p^x;i/y f-;ur s y y f-;K 
x h * y ^7 ;Wifx;M i-)V7 s y y f-;U^r if ) =5: ^"* J S 



(6) 
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2, 3, 4-rh^t Kn U V) *y yy*I±te^u 
yy. T)V*>v^ 7/W3*K v\n7zu*zk 

[ooi9]s (a) x-mtihmt iXteN-Kyi? 
;i/-N-^^r$ys ^zwftyy, k*oj>?a l, 

2, 3, 4— f b7tFo>f V*yyy-2->f7k 4 
-7i-/l'-l-t , '<7y-;k N- (4-/nt7x 

-N-y^zi/rsy, 2-t Hodf^f-^y 
*yy. 2-T5yy^-;^;^ , jy. 2-^yf-zi/r 
syy^Ezi^yy, s-tiM&ti'+ttMtiV 
y N 3-xh4f^rt^Ki^f-**;w«yy, 2-rs 
y^f-/H-*^*y y*^#* U\ 

[0020] R 8 Kiitt67zMfZk 7^Zk t))V#* 
[ 0 0 2 1 ] * ( b ) T'^$^l»acOftWJfc LTJ24 

-tr^y^u, 1 -^yy^^-t^y^zk 1- 

(4-^00^^!/) -4-tX'Jy;K l-(4- 

[0022] ( I ) k LX. ffiitfitlT^)^ 
g&W&ilS. 2- (3-t+Ar-A- (2-^*y 
y X^-zH-tJ- ) - 2 - t 'J y'zP ) y ^f-^- - 1 H -K. 
VXA ^f-)V ; 2 - ( 3 -y *)V- 4 - ( 2 - 

(i, 2, 3, 4-fb7t h'D-f v^yyy-2-^ 
^) xf-;kf-Ji-) -2-try^» y-f^f-^-iH- 

^yX4 Syy-ZU ; 2- (4 - (2- (N-^yy'/l- 

-N-y-f^rsy > xf-zp*-*) -3-y^-2- 
try^) y^^- iH-^yx^ s y/-;u •, 2 
- (3-y^-4- (2-t^y>vxf-zH-:+) - 
2 - t y y>) y f-zH-*- l H-^yX4 s y/- 
^; 2 - (4 - (2 - (2- : J^^TS./^i-^ : f:)V 

*yy ) xf-zH-tf) -3-yf-^-2-h°yyvu) y 
^H-^-lH-^yX^f 5^V-;U; 2- (3-y^- 

4 - ( 2 - ( 2 - yy f-n^r s y y f-zutzp* y 
y) -2-**vx^zw-*) -2-eyy/p) y^ 

f-*- 1 H-KyXJ 5 rV-^ ; 2 - ( 4 - ( 1 

■y&v- 4 - tr^. y f-^-3-y f-zu- 2 - t y 

y';U) X+Mr*- IH-KVX4 5yV-;U ; 2- 
(3-y^P-4- (2- (4-7-fefy^7y>'- 
1-^fzU) xf-^f-sT) -2-ty^U) yf-zH-;t- 
lH-^yxw 5/y"-;U; 2- (3-yf-;i—4- 

( 2 - 5 y x&)V+it ) -2-t'J ) y 
f-zH"*- 1 H - <yX4 5 rV-/P ; 2 - ( 3 - y f- 

iv-A- (3-*zi^yyrot/i^t) -2-tyy 
zU) yf-zPf-*- 1 H-*cyX>f syy-zP ; 2- 
( (3-yf-;u-4- (2-tzu*yyxf-/H-*) - 

2 - t y x> ) y f-zH-* ) *W+T y-zP ; 2 - 
( (3-yf-/V-4- (2 - (1, 2, 3, 4-rb5 



t Kn-r v*yyy-2— fyw) xf-;H-*> -2-t 
y^» y^/H-jj-) 4$yy C5, 4-bD tyy 

>-; 2- ( (3-y^-4- (2- (1. 2, 3, 4 
-rh^t Ko>f V*y»jy- 2 ->f/l/) XtVH-*) 
-2-fyy» yf-zH-*) syy'C5, 4-0 

t'yy'y ; 2 - (4- (2 - ( 1 , 2, 3, 4-rh7 
\lY-uAV*JVV-1-A)V) Xf>/H-Jt> -2-t 

y y tVH^- 1 H-^yx-f §yy-zw ; 2- 

(3-y^-4- (2- (t^x'y-l -A)V) x 

f-z w-* > -2-ty isiv ) y f-zuf-* - 1 h -<yx 
a $yv-zk 2- (3-yf-^-4- (2-7Syx 
f-zv*-* ) - 2 - t y : J)i ) y f-zuf-* - 1 H—Kyx 

A 5 ^y'-ZP ; 2 - ( 3 -y^-Zl— 4 - ( 2 -^EZ^ 'J 

y x^f-* ) - 2 - e y y'zi- ) y f-z^^- - i h -< 
yx>f 5 yv-)V- 1 -^zl^stf y»x-f-;P ; 2 - ( 3 - 
y^-4- (2-*zp*yyx7VH-tf) -2-ty 
y'zk) yf-;H-*- 1 H-<yx>f syy-zp- 1 
K; 2- (3-y^-4- (2-^ezi/^yyxf-zi^f- 
*) - 2 - try i-'zi-) y f-z^^-- 1 h -^yx^f s y 

y-ZU- 1 —ti)ViZV&*1-)V ; 2 - ( 2 - ( 3 -y 

zi^-4- (2-^z^yyx^^) -2-tryy* 
^) y^-zw^) - i H-*yx>r syy-;w- i ->f 
zi^) x^y-zi-; 2- (3-y^-zu-4- ( 2-^Zk^ 
y y xf-;^^- ) - 2 - 1° y ) y f-zuf-^- 1 h - 
<yx-f 5 yy-zi^- i -PKy ^zu ; n , n - yy 
zu-2- ( 3-yf-zu-4- ( 2-^/1/* yyx^f- 
jf) -2-tryyzi^) y^f-^-iH-^yx^f sy 

y-zl— 1 -7-ty 5 H ; 1- (N, N-^yf-z^zU 

A*^>f^) -2 - (3-y^-4- (2-tz^yy 
xf-z^yf ) - 2 - 1 y y» y f-zi^-*- l h -o 
xa 5 yy-zi^ ; i -y^-zp- 2 - ( 3 -y 4 - 
( 2 - y y x?-/H-:* ) -2-ty y> ) y f-zi- 
1 h -oxa syy-zu ; 2 - ( 3 -y^- 
4 - ( 2 - y y x^>kf-3f ) - 2 - e y ^) y 
f-ypf-*- 1 h-oxa syy-zu- 1 -7*^ s 

H ; 2- ( 3-y^-4- (2 - ( 1, 2, 3, 4- 

rh5t Kn>f v^y yy-2->fzU) x^-zi-^) - 
2-ty : J)V ) y i-ivtt - 1 h -^yx>f 5 yy-;u 
- 1 -^zu^ysx^zu ; 2 - (3-y^-Zl/-4- (2 
-=E;W«y yx^-zuf-^-) -2-tyvzP) yf-;H-* 
- 1 H -^yX>f s ^y-zP- 5 -*;^y» ; 2 - 
(3-y^-4- ( 2-<y^'zu-7syxf-z^^-) 
-2-ty vzu) fj-frtt-iH-KyxA syy- 
;u; 2- (3-y^-4- ( 2-yyf-zi^7$y-2 
-^zu^^x^-zu) f-^-2-tyv» y^-zuf-^- 
- 1 h -<yX4 5 ^y-zp ; 2 - ( 3 -y f-iv- a - 
( 2-7$y-2-#;M<*>'X?-rt'f-tf) -2-ty 
^) yf-z^^j-- 1 H-^yx-f syy-zi-; 2- 
(3-y^-4- ( 2-*zi-*yy-2-#zi'#'*v 
xf-z^Tj- ) - 2 - 1 y y'zp) y f-zH-*- 1 H-^y 
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XA 5 r^-fl ; 2 - ( 3 -y^U-4 - ( 2 - ( 1 , 
2, 3, 4-rb7tKn>r y*yyy-2-' f;U) - 
2-;&/M«fv'Xf-/l'f'*) -2-f'J^» y?-;H- 
tf-1 H-^yX>f $yV-;P; 2- (3-X1-)\s-4 

- (2- 

xf-^f-tf ) - 2 - 1 y ) y ^-;H-*- lH-\y 
X-rS^V-^; 2- (3-^^-4- (2- (2- 

^y^rsyy WE/U*y y ) xf-;pf- 
*) -2-ey^/u) xwrt-m-Kyxj $y 
V-;l/; 2- ( 3-yf-;u-4- (2-yyf-/i/r$y 

-2-xh*^/l^x;px^;H-?J-) -2-try^* 
y fvw-*- l H -<yX4 5 yy-/u ; 2 - ( 3 

-yf-^-4- (2-7$/-2-Xhify^^ 

xf-zuf-^- ) - 2 - try ) y f-/^*- 1 h 

X4 5 yy-yl/ ; 2- (3-y^-A— 4- (2-tA-tf 
y y - 2 -x h * yijtVX- tV^JVtt ) - 2 - t*y 

^) y^/H-tf- 1 h-k^xa s yy-^ : 2 - 

(3-y^;W-4- (2-U.2, 3.4— rh5t 

Fo4 y*yyy-2— uv) -2-x^^f^;^*- 

;Px^-;Pf-^ ) - 2 - f y is)V ) X <f-)Vtt- 1 H 
>XA 5 yy-;U ; 2 - ( 3 4 - ( 2 - ( 2 

-xh^fy*M-;w b^-vy we/i^yy ) x^- 
) - 2 - tr y x> ) y -f^*- 1 h -<y XA 

Syy'-;U; 2- (3-yf-^-4- (2- (2-Xh 

* ^^;L-#-;py f-^r s y y f-zHE/i^* y y ) m->v 

f-sT) -2-f yi^» X^)Vtt-\H-KVXA 5 

yy-;u; 2- ( (3-y^-4- (2 - (2-y h 
df^xh^rv-) x.j-)Vtt) — 2 — f y : j>v ) y f-yw-f- 
* ) - 1 h -<y x-f s yy-^ ; 2 - ( ( 3 -y ^ 

-4- (2- (2- ( 2-y h^fv-Xh^v-) Xh* • 

i,) x.^>vtt) -2-try^) y^/Pf-^-) -ih 
-<yx-f syy-;u; 2- ( (3-y^-4- (2 

- (2-y h^f^yxhdfj/) xf-/^*> -2-tr 
0 : J)V) *a-)VA-$) - 1 n-KyXA syy-;w ; 2 

- ( (3-y^-;u-4- (2- (2-yh^^yxb 

xf-jH-*) -2-fJ>>>) yf-zu?-:*) -l 
H-^yX^5yy-;P; 2- ( (3-yf-^-4- 
(2- (2-y b^sK'JXh*^) xf-yVM-) -2 

-try ^» yf-;i/f-*) - 1 H-<yx-f =yy- 

/U; 2- ( (3-yf-;U-4- (2- 

yxh^fv-) x^f-jf) - 2-\£yi?fr)-*+frAfo 

7 -f x/U) - 1 H -^yX-4 5 yy'-;P ; 2 - ( ( 3 - 

y^-4- (2- (2-y h^f^-Kyxh^i/) xf- 
/H-* ) -2- try ^> ) y f-/i^;U7 4 x/u ) - 1 h 
-kvxa = yy-;u ; h7yx-2- ( < 3 -y 

-4- ( 2-Xhdf^tfx/H-:*) -2-W : J)V) y 
f-/H-tf ) - 1 H -<yX4 $ yy'-;W ; 2 - ( ( 3 - 

yf-^-4- (2- (2-y h^fv^tjxh^^) x^- 
/H-*) -2-ey v» yf-/H-*) -3H-4 $y 

y C 4 , 5 - b ] f'J ~jy ; 2 - ( ( 3 -y^- 4 - 



(2- (2-y h^tff'JXhdfx) x?-;k*-*) -2 

-tryy;i/) y^-zH-*) -3H-- -r $yy C4. 5- 

cD t'U^y ; 2- ( (3-y^-4- (2-xb* 

^xf-ypf-^-) -2-eyx» y^/M-*) -ih- 
^yx-f syy-/P; 2- ( o-y^p-4- (2- 

(2- (2 - (2-y h^rvxhdf^) xh*^) Xh 

df^) xf-zH-jj-) -2-try^) y^^) -1 
h-oxa $yv-;u 

[0023] 3Kft^«i ( 1 ) it. miimmnfflwo 

9 3/24 4 8 0#^«i/SttHH64»HWO9 5/l 1 
8 9 7#4Jf$8(Cie»<0*&tC«J: 0«Uttl.i t^-C*# 

[0024] ( I ) {4. *^«aLhilPSL#4« 

^S^. m-fbk*KJg. KitH. Uy 

lag, PMfi, yxyggii, vw>fyBaa., 7v« 
voygag, yyr/Rfi. ha?!®, 
^yy^^yKJg. ^y-tfy^^*y|»Bi:ir<0Kft 

(C, *ft«J ( l/2**fflj. 17KW^, 3/2**ft) 

[0025] JJBft^Bi ( I ) k*fc*»fl(cfflv^<i 
ilsawSKtL-CJi. rohy^yrn^J, txys 
yH 2 MK^J, l%fflia^»3S^t'*W'c.ni». rn 
hyjKyraWWeOAftcffili: LT{±. *^r5V-^. 

9y yx^y-^, /ty hy^y-^t'^f 

y, 7rWy u^-^v-'y&fc'tfip 

X?ytl>7T—b. x^AfH. 7°o^y 

y^y^'y^ift (syxoxh-;K ^yrnxf 
-;^y) ^rt'*W^m.o 

[0026] *^<^Ei6^4a{iBife • mitmm 
yy- • tfoyftfflfcw-ts-fl:^ ( i ) 140. i~5 

0mg/kg/B.»iL«i0. 3-10mg/kg 

[0027] 6ffflSiii > a:«*aUi, ro h y*r 
yyfflwaw*^4 o . oi-iomg/k g/a , » 

4L<«0. 1-1. 0mg/kg/H»4Sit4. t 

7.y$yH 2 t&mfflfeteo. i-ioomg/kg 

/H. »*L<ttl~l 0mg/kg/BJS4$il!u 

iMaapjofl^tt i . o-ioomg/kg/ 

B. mi<\il 0~5 0mg/kg/BfS4$ill). 

[0028] ( i ) ii, uaubftSLdifift 

(JWKPK JHWN. m NWH. AftM. 
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-*m. xn 7 r?pi, *ksl ?ut ssm. <» 
mttSrif) > m. ts&mm. m 
at mx%i&wnb ix&nttiimmizmuz 

[0029] mfcmttitsr&ii. mm. miif* 
hm. **y&. *hv>m. it+ym* yjvfii* 

7^7*5 y. yy§^i"7A. y^t>-;k 
□ 'JKy. t KQ^rnbVMr/l^o-x. tKn*S/ 

^y 3-/-K KK*«t b y ^a. xtr'j ywr?r* 
fcj6fca«<o»i**ifcL/i«s3M, mm 

[0030] ^Hf^RIfc-tS^i, t&ttttffifiBI 

<*y-m h-^onvitik t~?~>mt') . im 
ttiili ( 7* u y . afev-t i> y, 7 4 y& 

t' ) . t < ti^JS/ 'J * U yffifl&Bx.*^ 

;K?7U/H». S 'Jx^-yiL ;ws*y»$rir) & 

( I ) 

?LH 

xf7 u yi?v^^7A 

( 1 ) ftitf ( 2 ) *RB*4Jt«»ilLT**ft:a 

[0034] $mmi 

3^7 • fo 'J tf^lffi* (ATCC 4 3 504 

tkfrc. mm* i b 20, 2iiiBisps#ts. fit** 

*>. §5^t£ft£&P&4-t&. S»Wi4»7ft. 6® 
oT«HLrt«ft*l»*a. B$r 1 Om 1 C7)'J y$fg« 



[0031] attwwi:-***^ ssm>l 

y. 3j-'J-7*i*. TntU-y^y 3-;k x^/UT^n 
Wi.tf43«!S*. ?itt?SL W*tf 

*aMrt«fflv^n4. ifcastJ sans** 

K^ys^k ^y^r/U3-;^if*«ffflL"CtJ: 
[0032] ##»oBa5ii. -fb^ ( i > tvmmm 

[0033] 

( i ) **7^/-frwam (xxrywm m& 

( 2 ) ( I ) 2 0 m g 

2 Omg 

3 Omg 
6 3mg 

6 m g 
1 m g 
It 1 2 0 m g 

nm i . ^ y ^ - • en y ^tt^*issriiK 

4. *SiMt-&*tc2- (3-^f-;P-4- (2-^;P* 
y j xf-;l/f-^ ) - 2 - h° y ) ^< - 1 H - 

ffi^m^^il^^fflMT'^T^y-yH Omg/k 
[0035] 

[5HB<^»ft] *IW!fcJ:Wf, ( I ) fcfiK** 
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(51)Int.Cl. 6 

A6 1K 31/495 
31/535 
// C 0 7 D 401/12 
401/14 

413/12 
413/14 
417/12 
498/04 
513/04 



235 
2 1 1 
2 13 
2 1 3 
2 13 
2 1 3 
105 
343 



F I 

A6 1K 31/495 
31/535 
C 0 7 D 401/12 
401/14 

413/12 
413/14 
417/12 
498/04 
513/04 



235 
2 1 1 
2 1 3 
2 1 3 
2 1 3 
2 1 3 
105 
343 



^NSSS±SI^SBT*^/h&955#fi!l 5 



HT^J^955#tfi ^ 



a2mm jut *s 

«|aimig±^sHr^J^955#«t! « 



